two points are borne in mind, the discovery of granulomata in the liver may prove to be misleading rather than diagnostic.
A brief review of our own experience with 742
cases of biopsydocumented hepatic granulomata will serve to illustrate some of the problems involved in their interpretation.
As shown in Table 1 , there were two major categories of lesions: epithelioid granulomata and lipogranulomata. The distinction between these two types of lesion was relatively simple and posed no problem. However, differentiation of epithelioid granulomata on histological grounds alone was exceedingly difficult and often impossible. The 565 cases of epithelioid granulomata were encountered in three major groups of patients: 319 with granulomatous disease, 174 with underlying hepatic disease, and 72 with miscellaneous disorders that appeared to be neither primarily granulomatous nor primarily hepatic in nature.
As might be anticipated, such lesions were found in a high proportion of patients with underlying granulomatous disease, the incidence ranging from 47 to 100 percent. As shown in Table 2 , sarcoidosis, tuberculosis and schistoso- Figure  2 is the typical caseating Figure  3 , is a large necrotic granuloma suggestive of a tuberculous lesion. Figure  6 . This lesion was encoun- pain. This led to further investigation which revealed the presence of a ureteral stone that had not been recognized previously.
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As indicated in my introduction, hepatic Table 6 . Hepatic granulomata demonstrated in 4724 patients with biopsy-documented liver disease 6:384 granulomata occur not only in systemic granulomatous disease, but also as a nonspecific lesion in patients with a wide variety of acute and chronic hepatic disorders. As shown in Table 6 , this occurs most frequently in primary biliary cirrhosis.
Usually, in primary biliary cirrhosis, the granulomata lie adjacent to or around degenerating ducts and are accompanied by the other histological features of that disease, so that they pose no diagnostic problem.
However, occasionally, the granulomata are located in the midzone or around a central vein, as in Figure   8 , in which case the question of systemic granulo- The occurrence of nonspecific granulomata is not limited to primary biliary cirrhosis. Indeed, they may be found in any acute or chronic liver disease. As examples, we have found them in Laennec's cirrhosis, acute viral hepatitis ( Figure   9 ) and cytomegalovirus hepatitis.
Although most granulomata found in patients with underlying liver disease prove to be non- In this case, the granulomata were still evident.
However, the granulomata may give rise to cirrhosis and then disappear. In the patient with granulomatous hepatitis due to brucellosis shown in Figure 4 , follow-up biopsy demonstrated cirrhosis. Obviously, therefore, when granulomata are found in a cirrhotic liver, the remote possibility of underlying granulomatous disease must be excluded.
The third category of patients who exhibited granulomata were those whose underlying disease appeared to be neither primarily granulomatous nor primarily hepatic in nature (Table 7) . Of The lesions in this group were indistinguishable from those of sarcoidosis and tuberculosis. Although none of the patients with nonspecific granulomata found in association with hepatic or other diseases exhibited the usual features of sarcoidosis, the possibility had to be considered that they had an unusual form of the disease limited to the liver. However, as shown in (Table 9 ).
In addition to epithelioid granulomata, the type of lesion we have been discussing thus far, the liver not infrequently contains lipogranulomata. As shown in Table 1 , we have encountered such lesions in 3 percent of our patients subjected to biopsy. Lipogranulomata have distinctive morphologic-z al features that distinguish them from epithelioid granulomata, so that they rarely pose a diagnostic problem unless the pathologist is unfamiliar with their appearance. Characteristically, as shown in Figure 12 , the lesion consists of a sharply circumscribed mass of vacuolated histiocytes interspersed with scattered lymphocytes and a few In summary: 1) Granulomata occur in the liver not only in patients with systemic granulomatous disease, but also in a variable number with underlying liver disease, and in a heterogeneous group of disorders that appear to be neither primarily hepatic nor primarily granulomatous in nature.
2) The hepatic granulomata found in association with liver disease are only rarely attributable to co-existent systemic granulomatous disease, and probably represent a nonspecific response to the underlying liver disease. 
